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Several o-(trimethylsilyl)aryl imidazolylsulfonates were synthesized in a simple process and successfully applied in cycloadditions involving
benzyne intermediates. The precursor offers an efficient alternative for generating benzynes compared to widely used ortho TMS triflates under
similar reaction conditions. With the utilization of this new precursor, the formation of potentially genotoxic trifluoromethanesulfonate side
product is eliminated. The applicability of the new benzyne precursor was demonstrated in different types of cycloaddition reactions to prepare

heterocyclic molecules.

Arynes are reactive intermediates due to their strained
structures caused by the presence of a distorted triple bond
in the six-membered carbacycle.' This exotic compound
class can be transformed efficiently in nucleophilic or
electrophilic reactions,” in pericyclic reactions,” and in
transition-metal-catalyzed reactions.* The power of aryne
chemistry has been demonstrated in numerous natural
product syntheses.” Generation of o-arynes requires two
eliminable functional groups, which are in ortho positions
to each other. Several aryne precursors have been used for
the generation of the reactive intermediate including dia-
zonium carboxylates,(’ iodonium triflates,” benzotriazole,®
halotriflates,” fluorolithium, and magnesium compounds,la
but the most frequently used aryne precursor is 2-(trimethyl-
silyl)phenyl triflate. With the aid of Kobayashi’s method,
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benzynes can be generated in a straightforward manner
in a fluoride-induced reaction under mild reaction conditions.'’
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However, the trifluoromethansulfonate functional group is
an excellent leaving group for aryne generation, but the
instability of triflates, the high cost of triflating agents, and
the formation potentially genotoxic triflic acid appear
as significant drawbacks in industrial applications. To
circumvent these problems Albaneze-Walker introduced
imidazolylsulfonates as a triflate alternative for Suzuki
coupling."' The stable arylimidazolylsulfonates are easily
prepared and straightforwardly transformed in the palladium-
catalyzed coupling. In addition, the formed imidazole-
sulfonic acid hydrolyzes during the workup to produce
imidazole and sulfuric acid instead of toxic trifluoromethane-
sulfonic acid.

To exploit the advantages of imidazolylsulfonates
over triflates, we aimed to design a new benzyne pre-
cursor family for organic syntheses. In the first step
of the synthesis, o-bromophenols were silylated with
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HMDS to get TMS-protected bromophenols. After
lithiation with BuLi, the formed o-silyl lithium phenolate
intermediate can be reacted with sulfonyldiimidazole
to obtain the new benzyne precursor (2). Through the
three-step synthesis, the target compounds can be
prepared without purification and isolation of any
intermediates.

Scheme 1. Synthesis of New Imidazolylsulfonate-Based Ben-
zyne Precursors”
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“Key: (1) o-bromophenol derivative (5 mmol), HMDS (15 mmol),
THF, 70 °C; (2) nBuLi (5 mmol), THF, —84 °C; (3) SDI (7.5 mmol), rt;
(b) synthesis of 2f: 2-hydroxy-3-trimethylsilylpyridine (0.6 mmol), SDI
(0.9 mmol), Cs,CO; (0.3 mmol) in THF at rt.

Scheme 2. Pericyclic Reactions of Sulfonylimidazolyl-Based
Benzyne Precursor with Heterocyclic Dienes?™ ¢
CsF, MeCN
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“Reaction with furan: aryne precursor (0.5 mmol), furan
(0.8 mmol), CsF (1 mmol), MeCN, 40 °C. ® Reaction with N-Boc-
pyrrole: aryne precursor (0.5 mmol), N-Boc-pyrrole (I mmol),
CsF (1 mmol), MeCN, 60 °C. “Key: aryne precursor (0.8 mmol),
2-(furan-2-ylmethoxy)tetrahydro-2 H-pyran (0.4 mmol), CsF (1.6 mmol),
MeCN, 40 °C.
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Utilizing the procedure, we prepared six different pre-
cursors (Scheme 1) including the basic compound (2a) and
mono (2b) and difluoro (2e) derivatives. Molecules with
electron-donating methyl (2d) or 1,3 dioxolyl groups (2¢)
was also prepared in good yield considering the three-step
synthesis. A heterocyclic precursor such as 3-(trimethylsilyl)-
pyridin-2-yl imidazolsulfonate (2f) was synthesized from
2-hydroxy-3-trimethylsilylpyridine and sulfonyldiimida-
zole in the presence of Cs,COs.

With diverse imidazolylsulfonate-based precursors in
hand, we aimed to demonstrate their applicability in
different types of cycloaddition reactions where benzynes
are key intermediates.'?

First, to prove the applicability of the new precursor in
benzyne chemistry, we performed several cycloadditions
with dienes such as furans and N-Boc-pyrrole (Scheme 2).
To our delight, we proved the formation of the benzyne
with successful trapping of this reactive intermediate with
both heterocyclic dienes in pericyclic reaction. Reaction of
Boc-pyrrole afforded the appropriate cycloadduct (3a)
with 60% yield. Reaction with the methyl-substituted
precursor gave a similar result, and product 3b was ob-
tained with 50% yield. Reaction of furans gave results
similar to those obtained with pyrroles, and we obtained
the bridged heterocycles 3c—e bearing substituents
delivered either by the precursor or the furan.

After the first successful demonstration of the applic-
ability of our new precursor in benzyne chemistry, we
sought current synthetic transformations in which o-tri-
methylsilyl triflates are used as precursors.

A cycloaddition reaction of benzynes with azides gave
benzotriazoles in a straightforward manner as described by
Larock and co-workers.* First, the unsubstituted sulfony-
limidazolyl (2a) precursor was reacted with several azides
in MeCN at 60 °C. As expected, the appropriate benzo-
triazole products were isolated with 37—76% yield depend-
ing on the functional groups attached to nitrogen atom of
the benztriazol ring.

N-Benzyl-substituted benzotriazole (4a) was synthesized
with 69% yield, while the presence of a long alkyl chain
increased the yield of the appropriate product (4b)
(Scheme 3). The cycloaddition can be achieved successfully
also with other alkyl azides bearing chloride and ester
functional groups (4c, 4e).

Only the thioether (4d) was obtained in moderate yield.
Precursors with fluoro or methyl functionality gave regioi-
someric mixtures of 5- and 6-substituted benzotriazoles 4f
and 4g in 1:1 and 7:3 ratios, respectively.'® Electron-rich
disubstituted precursor 2¢ provided a better yield of the
appropriate benzotriazole (4i) than 2e bearing two fluo-
ride groups. Reaction of benzyl azide and heterocyclic

(11) Albaneze-Walker, J.; Raju, R.; Vance, A. J.; Goodman, J. A.;
Reeder, R. M.; Liao, J.; Maust, T. M.; Irish, A. P.; Espino, P.; Andrews,
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Scheme 3. Synthesis of Benzotriazoles®
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mmol), MeCN, 60 °C.
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3-(trimethylsilyl)pyridin-2-yl imidazolylsulfonate (2f) gave
3-benzyltriazolopyridine (4j) regioselectively.

To compare the reactivity of 2-(trimethylsilyl)phenyl
triflate and imidazolylsulfonate in this cycloaddition, we
monitored their reactions with benzyl azide. The compara-
tive studies showed that both precursors had similar
reactivity under the applied conditions.'

We continued our investigations into the formation of
3-aryl-substituted indazoles as an important heterocyclic
compound family to demonstrate the synthetic applicabil-
ity of our benzyne precursor.

Scheme 4. Synthesis of Indazoles”
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“Key: tosylhydrazone (0.4 mmol), aryne precursor (0.48 mmol),
TEBAC (0.1 mmol), CsF (1.2 mmol), THF, 70 °C.
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Applying Larock’s conditions® for the reaction of
trimethylsilyl imidazolesulfonates with N-tosylhydra-
zones, we were able to prepare several indazoles bearing
electron-withdrawing and electron-donating substituents
on the phenyl ring in position 3 (Scheme 4, Sa—e). The
presence of a 1,3-dioxolyl group in the benzyne precursor
did not affect the reaction, and the appropriate indazole
was obtained with a yield similar to obtained for the
unsubstituted derivative.

As described by Tambar and Stoltz, o-acyl alkylation of
the aromatic ring takes place straightforwardly when
benzyne is generated from o-silyl-aryltriflates in the pre-
sence of -ketoesters.”®

Scheme 5. Acyl Alkylation of Benzyne”

o
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2
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o) 0
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@é) 6¢ (45%) O O 6dl (65%)
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“Key: aryne precursor (0.5 mmol), S-ketoester derivative (0.4 mmol)
and CsF (1 mmol) were stirred in MeCN at 80 °C.

Adopting the conditions of Stoltz, we prepared several
compounds from our sulfonylimidazolyl-based precursor.

All the representative reactions gave the appropriate acy-
lalkylated product with good to excellent yield (Scheme 5,
6a—d).

Summarizing our results, we designed and developed a
new benzyne precursor family as a good alternative for
o-silyl phenyltriflate due to its stability and easy handling
properties. The sulfonylimidazol based precursors were
conveniently prepared from o-bromophenols in a sim-
ple multistep procedure without the isolation of any
intermediate. The formation of imidazolesulfonic acid
in the reaction eliminates the problems of potentially
genotoxic trifluoromethyl sulfonates because of its hy-
drolytic cleavage to imidazole and sulfuric acid after
aqueous workup. We demonstrated that the sulfonyli-
midazole-based benzyne precursors could be success-
fully utilized in several transformations, and their
observed reactivity offers a good alternative for ben-
zyne generation in addition to the widely used o-tri-
methylsilylaryl triflates.
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